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§ 170.22 Safety factors to be consid-
ered. 

In accordance with section 
409(c)(5)(C) of the Act, the following 
safety factors will be applied in deter-
mining whether the proposed use of a 
food additive will be safe: Except where 
evidence is submitted which justifies 
use of a different safety factor, a safety 
factor in applying animal experimen-
tation data to man of 100 to 1, will be 
used; that is, a food additive for use by 
man will not be granted a tolerance 
that will exceed 1⁄100th of the maximum 
amount demonstrated to be without 
harm to experimental animals. 

§ 170.30 Eligibility for classification as 
generally recognized as safe 
(GRAS). 

(a) General recognition of safety may 
be based only on the views of experts 
qualified by scientific training and ex-
perience to evaluate the safety of sub-
stances directly or indirectly added to 
food. The basis of such views may be ei-
ther (1) scientific procedures or (2) in 
the case of a substance used in food 
prior to January 1, 1958, through expe-
rience based on common use in food. 
General recognition of safety requires 
common knowledge about the sub-
stance throughout the scientific com-
munity knowledgeable about the safety 
of substances directly or indirectly 
added to food. 

(b) General recognition of safety 
based upon scientific procedures shall 
require the same quantity and quality 
of scientific evidence as is required to 
obtain approval of a food additive regu-
lation for the ingredient. General rec-
ognition of safety through scientific 
procedures shall ordinarily be based 
upon published studies which may be 
corroborated by unpublished studies 
and other data and information. 

(c)(1) General recognition of safety 
through experience based on common 
use in food prior to January 1, 1958, 
may be determined without the quan-
tity or quality of scientific procedures 
required for approval of a food additive 
regulation. General recognition of safe-
ty through experience based on com-
mon use in food prior to January 1, 
1958, shall be based solely on food use 
of the substance prior to January 1, 
1958, and shall ordinarily be based upon 

generally available data and informa-
tion. An ingredient not in common use 
in food prior to January 1, 1958, may 
achieve general recognition of safety 
only through scientific procedures. 

(2) A substance used in food prior to 
January 1, 1958, may be generally rec-
ognized as safe through experience 
based on its common use in food when 
that use occurred exclusively or pri-
marily outside of the United States if 
the information about the experience 
establishes that the use of the sub-
stance is safe within the meaning of 
the act (see § 170.3(i)). Common use in 
food prior to January 1, 1958, that oc-
curred outside of the United States 
shall be documented by published or 
other information and shall be corrobo-
rated by information from a second, 
independent source that confirms the 
history and circumstances of use of the 
substance. The information used to 
document and to corroborate the his-
tory and circumstances of use of the 
substance must be generally available; 
that is, it must be widely available in 
the country in which the history of use 
has occurred and readily available to 
interested qualified experts in this 
country. Persons claiming GRAS sta-
tus for a substance based on its com-
mon use in food outside of the United 
States should obtain FDA concurrence 
that the use of the substance is GRAS. 

(d) The food ingredients listed as 
GRAS in part 182 of this chapter or af-
firmed as GRAS in part 184 or § 186.1 of 
this chapter do not include all sub-
stances that are generally recognized 
as safe for their intended use in food. 
Because of the large number of sub-
stances the intended use of which re-
sults or may reasonably be expected to 
result, directly or indirectly, in their 
becoming a component or otherwise af-
fecting the characteristics of food, it is 
impracticable to list all such sub-
stances that are GRAS. A food ingre-
dient of natural biological origin that 
has been widely consumed for its nutri-
ent properties in the United States 
prior to January 1, 1958, without known 
detrimental effects, which is subject 
only to conventional processing as 
practiced prior to January 1, 1958, and 
for which no known safety hazard ex-
ists, will ordinarily be regarded as 
GRAS without specific inclusion in 
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part 182, part 184 or § 186.1 of this chap-
ter. 

(e) Food ingredients were listed as 
GRAS in part 182 of this chapter during 
1958–1962 without a detailed scientific 
review of all available data and infor-
mation relating to their safety. Begin-
ning in 1969, the Food and Drug Admin-
istration has undertaken a systematic 
review of the status of all ingredients 
used in food on the determination that 
they are GRAS or subject to a prior 
sanction. All determinations of GRAS 
status or food additive status or prior 
sanction status pursuant to this review 
shall be handled pursuant to §§ 170.35, 
170.38, and 180.1 of this chapter. Affir-
mation of GRAS status shall be an-
nounced in part 184 or § 186.1 of this 
chapter. 

(f) The status of the following food 
ingredients will be reviewed and af-
firmed as GRAS or determined to be a 
food additive or subject to a prior sanc-
tion pursuant to § 170.35, § 170.38, or 
§ 180.1 of this chapter: 

(1) Any substance of natural biologi-
cal origin that has been widely con-
sumed for its nutrient properties in the 
United States prior to January 1, 1958, 
without known detrimental effect, for 
which no health hazard is known, and 
which has been modified by processes 
first introduced into commercial use 
after January 1, 1958, which may rea-
sonably be expected significantly to 
alter the composition of the substance. 

(2) Any substance of natural biologi-
cal origin that has been widely con-
sumed for its nutrient properties in the 
United States prior to January 1, 1958, 
without known detrimental effect, for 
which no health hazard is known, that 
has had significant alteration of com-
position by breeding or selection after 
January 1, 1958, where the change may 
be reasonably expected to alter the nu-
tritive value or the concentration of 
toxic constituents. 

(3) Distillates, isolates, extracts, and 
concentration of extracts of GRAS sub-
stances. 

(4) Reaction products of GRAS sub-
stances. 

(5) Substances not of a natural bio-
logical origin, including those for 
which evidence is offered that they are 
identical to a GRAS counterpart of 
natural biological origin. 

(6) Substances of natural biological 
origin intended for consumption for 
other than their nutrient properties. 

(g) A food ingredient that is not 
GRAS or subject to a prior sanction re-
quires a food additive regulation pro-
mulgated under section 409 of the act 
before it may be directly or indirectly 
added to food. 

(h) A food ingredient that is listed as 
GRAS in part 182 of this chapter or af-
firmed as GRAS in part 184 or § 186.1 of 
this chapter shall be regarded as GRAS 
only if, in addition to all the require-
ments in the applicable regulation, it 
also meets all of the following require-
ments: 

(1) It complies with any applicable 
food grade specifications of the Food 
Chemicals Codex, 2d Ed. (1972), or, if 
specifically indicated in the GRAS af-
firmation regulation, the Food Chemi-
cals Codex, 3d Ed. (1981), which are in-
corporated by reference, except that 
any substance used as a component of 
articles that contact food and affirmed 
as GRAS in § 186.1 of this chapter shall 
comply with the specifications therein, 
or in the absence of such specifications, 
shall be of a purity suitable for its in-
tended use. Copies may be obtained 
from the National Academy Press, 2101 
Constitution Ave. NW., Washington, 
DC 20418, or at the National Archives 
and Records Administration (NARA). 
For information on the availability of 
this material at NARA, call 202–741– 
6030, or go to: http://www.archives.gov/
federallregister/codeloflfederallregu-
lations/ibrllocations.html. 

(2) It performs an appropriate func-
tion in the food or food-contact article 
in which it is used. 

(3) It is used at a level no higher than 
necessary to achieve its intended pur-
pose in that food or, if used as a compo-
nent of a food-contact article, at a 
level no higher than necessary to 
achieve its intended purpose in that ar-
ticle. 

(i) If a substance is affirmed as GRAS 
in part 184 or § 186.1 of this chapter with 
no limitation other than good manu-
facturing practice, it shall be regarded 
as GRAS if its conditions of use are not 
significantly different from those re-
ported in the regulation as the basis on 
which the GRAS status of the sub-
stance was affirmed. If the conditions 
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of use are significantly different, such 
use of the substance may not be GRAS. 
In such a case a manufacturer may not 
rely on the regulation as authorizing 
the use but must independently estab-
lish that the use is GRAS or must use 
the substance in accordance with a 
food additive regulation. 

(j) If an ingredient is affirmed as 
GRAS in part 184 or § 186.1 of this chap-
ter with specific limitation(s), it may 
be used in food only within such limi-
tation(s) (including the category of 
food(s), the functional use(s) of the in-
gredient, and the level(s) of use). Any 
use of such an ingredient not in full 
compliance with each such established 
limitation shall require a food additive 
regulation. 

(k) Pursuant to § 170.35, a food ingre-
dient may be affirmed as GRAS in part 
184 or § 186.1 of this chapter for a spe-
cific use(s) without a general evalua-
tion of use of the ingredient. In addi-
tion to the use(s) specified in the regu-
lation, other uses of such an ingredient 
may also be GRAS. Any affirmation of 
GRAS status for a specific use(s), with-
out a general evaluation of use of the 
ingredient, is subject to reconsider-
ation upon such evaluation. 

(l) New information may at any time 
require reconsideration of the GRAS 
status of a food ingredient. Any change 
in part 182, part 184, or § 186.1 of this 
chapter shall be accomplished pursuant 
to § 170.38. 

[42 FR 14483, Mar. 15, 1977, as amended at 49 
FR 5610, Feb. 14, 1984; 53 FR 16546, May 10, 
1988] 

§ 170.35 Affirmation of generally recog-
nized as safe (GRAS) status. 

(a) The Commissioner, either on his 
initiative or on the petition of an in-
terested person, may affirm the GRAS 
status of substances that directly or 
indirectly become components of food. 

(b)(1) If the Commissioner proposes 
on his own initiative that a substance 
is entitled to affirmation as GRAS, he 
will place all of the data and informa-
tion on which he relies on public file in 
the office of the Division of Dockets 
Management and will publish in the 
FEDERAL REGISTER a notice giving the 
name of the substance, its proposed 
uses, and any limitations proposed for 
purposes other than safety. 

(2) The FEDERAL REGISTER notice will 
allow a period of 60 days during which 
any interested person may review the 
data and information and/or file com-
ments with the Division of Dockets 
Management. Copies of all comments 
received shall be made available for ex-
amination in the Division of Dockets 
Management’s office. 

(3) The Commissioner will evaluate 
all comments received. If he concludes 
that there is convincing evidence that 
the substance is GRAS as described in 
§ 170.30, he will publish a notice in the 
FEDERAL REGISTER listing the sub-
stance as GRAS in part 182, part 184, or 
part 186 of this chapter, as appropriate. 

(4) If, after evaluation of the com-
ments, the Commissioner concludes 
that there is a lack of convincing evi-
dence that the substance is GRAS and 
that it should be considered a food ad-
ditive subject to section 409 of the Act, 
he shall publish a notice thereof in the 
FEDERAL REGISTER in accordance with 
§ 170.38. 

(c)(1) Persons seeking the affirmation 
of GRAS status of substances as pro-
vided in § 170.30(e), except those subject 
to the NAS/NRC GRAS list survey (36 
FR 20546; October 23, 1971), shall submit 
a petition for GRAS affirmation pursu-
ant to part 10 of this chapter. Such pe-
tition shall contain information to es-
tablish that the GRAS criteria as set 
forth in § 170.30 (b) or (c) have been met, 
in the following form: 

(i) Description of the substance, in-
cluding: 

(a) Common or usual name. 
(b) Chemical name. 
(c) Chemical Abstract Service (CAS) 

registry number. 
(d) Empirical formula. 
(e) Structural formula. 
(f) Specifications for food grade ma-

terial, including arsenic and heavy 
metals. (Recommendation for any 
change in the Food Chemicals Codex 
monograph should be included where 
applicable.) 

(g) Quantitative compositions. 
(h) Manufacturing process (excluding 

any trade secrets). 
(ii) Use of the substance, including: 
(a) Date when use began. 
(b) Information and reports or other 

data on past uses in food. 
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